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DETAILED ACTION 

Claims 1,4-6, 9-13 are pending in the case. 

Any rejection of record in tine previous action not addressed in this office action is 
withdrawn. There are no new grounds of rejection that were not necessitated by 
applicants' amendment and therefore, this action is final. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in 
public use or on sale in this country, more than one year prior to the date of application for patent in 
the United States. 

Claims 1 , 5, 6, 10, are rejected under 35 U.S.C. 102(b) as being anticipated by 
Sonenshein et al. (J. Bactenol., Vol. 132, No. 1, 73-79, 1977). 

Sonenshein et al. disclose a method of identifying an agent that binds to a 
bacterial RNAP homologous RNA exit channel amino-acid sequence in an B. subtilis 
bacterial RNAP, comprising the steps of preparing a reaction solution including the 
agent (lipiarmycin) to be tested and a bacterial RNAP that contains a bacterial RNAP 
homologous RNA-exit-channel amino-acid sequence, and detecting the presence of 
binding of the agent to the homologous bacterial RNAP RNA-exit-channel amino acid- 
sequence (see Fig. 2, Fig. 4). The detection of inhibition of RNA polymerase function 
constitutes a method of detecting the binding the agent to the RNAP. The reference 
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also teaches a further step of detecting the presence and concentration dependence of 
binding of the agent to a second bacterial RNAP that contains a derivative of a bacterial 
RNAP homologous RNA-exit-channel amino acid sequence having at least one 
substitution, insertion or deletion (see Fig. 4). 

Applicant's arguments filed 1/6/11 have been considered but have not been 
found convincing. Applicants have argued that the Shorenstein provides no mention of 
the target sequence of claim 1 , which is the homologous bacterial RNAP RNA-exit- 
channel amino acid sequence, and provides not information that connects, or could be 
used to connect, the compound studied in the reference, lipiarmycin, to the target 
sequence of the method of claim 1 . Applicants argue that the examiner's assertion that 
the homologous bacterial RNAP RNA-exit channel amino acid sequence of claim 1 is 
found in the Sonenschein et al. reference is based on Examiner's knowledge. However, 
this information is based on the disclosure of the instant application, which discloses 
that the cite recited in the claims, i.e. the "homologous bacterial RNAP RNA-exit- 
channel amino acid sequence" is inherently present in the bacterial RNA polymerase 
(page 4). The application further discloses that lipiarmycin acts by binding to this cite 
(page 5, 48). Therefore, when Sonenschein discloses a method in which the agent 
which is lipiarmycin is added to a bacterial RNAP, and the presence of binding of this 
agent to the RNAP is tested, the method of the instant application is being carried out, 
and therefore the claims are anticipated by the reference. The reference need not 
disclose the amino acids involved in the binding, or name this cite, in order to anticipate 
the claims. Therefore the rejection is maintained. 
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Claims 1 , 4, are rejected under 35 U.S.C. 102(b) as being anticipated by Sergio 
et al. (J. Antibiotic, Vol. 28, No. 7, 543-549, 1975) 

Sergio et al. disclose a method of identifying an agent that binds to a bacterial 
RNAP homologous RNA exit channel amino-acid sequence in an E. coll bacterial 
RNAP, comprising the steps of preparing a reaction solution including the agent 
(lipiarmycin) to be tested and a bacterial RNAP that contains a bacterial RNAP 
homologous RNA-exit-channel amino-acid sequence, and detecting the presence of 
binding of the agent to the homologous bacterial RNAP RNA-exit-channel amino acid- 
sequence (see Fig. 6). The detection of inhibition of RNA polymerase function 
constitutes a method of detecting the binding the agent to the RNAP. 

Applicant's arguments filed 1/6/11 have been considered but have not been 
found convincing. Applicants have argued that the Sergio provides no mention of the 
target sequence of claim 1 , which is the homologous bacterial RNAP RNA-exit-channel 
amino acid sequence, and provides not information that connects, or could be used to 
connect, the compound studied in the reference, lipiarmycin, to the target sequence of 
the method of claim 1 . Applicants argue that the examiner's assertion that the 
homologous bacterial RNAP RNA-exit channel amino acid sequence of claim 1 is found 
in the Sergio et al. reference is based on Examiner's knowledge. However, this 
information is based on the disclosure of the instant application, which discloses that the 
cite recited in the claims, i.e. the "homologous bacterial RNAP RNA-exit-channel 
amino acid sequence" is inherently present in the bacterial RNA polymerase (page 4). 
The application further discloses that lipiarmycin acts by binding to this cite (page 5, 48). 



Application/Control Number: 10/527,559 Page 5 

Art Unit: 1636 

Therefore, when Sergio et al. discloses a method in which the agent which is lipiarmycin 
is added to a bacterial RNAP, and the presence of binding of this agent to the RNAP is 
tested, the method of the instant application is being carried out, and therefore the 
claims are anticipated by the reference. The reference need not disclose the amino 
acids involved in the binding, or name this cite, in order to anticipate the claims. 
Therefore the rejection is maintained. 



Claims 1 , 4, 1 1 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Talpaert et al. (Bioch. Biophy. Res. Comm, 63(1):328-334). 

Talpaert et al. disclose a method of identifying an agent that binds to a bacterial 
RNAP homologous RNA exit channel amino-acid sequence in an E. coll bacterial 
RNAP, comprising the steps of preparing a reaction solution including the agent 
(lipiarmycin) to be tested and a bacterial RNAP that contains a bacterial RNAP 
homologous RNA-exit-channel amino-acid sequence, and detecting the presence of 
binding of the agent to the homologous bacterial RNAP RNA-exit-channel amino acid- 
sequence (see Fig. 2, 3). The detection of inhibition of RNA polymerase function 
constitutes a method of detecting the binding the agent to the RNAP. The reference 
further discloses comparison of at least one of the presence extent, concentration- 
dependence or kinetics of binding of the agent to bacterial RNAP, and at least one of 
the presence extent, concentration-dependence, or kinetics of binding of the agent to a 
eukaryotic RNAP (Fig. 1). 
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Applicant's arguments filed 1/6/11 have been considered but have not been 
found convincing. Applicants have argued that the Talpaert et al. provides no mention 
of the target sequence of claim 1 , which is the homologous bacterial RNAP RNA-exit- 
channel amino acid sequence, and provides not information that connects, or could be 
used to connect, the compound studied in the reference, lipiarmycin, to the target 
sequence of the method of claim 1 . Applicants argue that the examiner's assertion that 
the homologous bacterial RNAP RNA-exit channel amino acid sequence of claim 1 is 
found in the Talpaert et al. reference is based on Examiner's knowledge. However, this 
information is based on the disclosure of the instant application, which discloses that the 
cite recited in the claims, i.e. the "homologous bacterial RNAP RNA-exit-channel 
amino acid sequence" is inherently present in the bacterial RNA polymerase (page 4). 
The application further discloses that lipiarmycin acts by binding to this cite (page 5, 48). 
Therefore, when Talpaert et al. discloses a method in which the agent which is 
lipiarmycin is added to a bacterial RNAP, and the presence of binding of this agent to 
the RNAP is tested, the method of the instant application is being carried out, and 
therefore the claims are anticipated by the reference. The reference need not disclose 
the amino acids involved in the binding, or name this cite, in order to anticipate the 
claims. Therefore the rejection is maintained. 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 12, 13 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Talpaert et al. (cited above) in view of Young et al. (US Patent 5,919,666). 

Talpaert et al. disclose a method of identifying an agent that binds to a bacterial 
RNAP homologous RNA exit channel amino-acid sequence in an E. coll bacterial 
RNAP, comprising the steps of preparing a reaction solution including the agent 
(lipiarmycin) to be tested and a bacterial RNAP that contains a bacterial RNAP 
homologous RNA-exit-channel amino-acid sequence, and detecting the presence of 
binding of the agent to the homologous bacterial RNAP RNA-exit-channel amino acid- 
sequence (see Fig. 2, 3). The detection of inhibition of RNA polymerase function 
constitutes a method of detecting the binding the agent to the RNAP. The reference 
further discloses comparison of at least one of the presence extent, concentration- 
dependence or kinetics of binding of the agent to bacterial RNAP, and at least one of 
the presence, extent, concentration-dependence, or kinetics of binding of the agent to a 
eukaryotic RNAP (Fig. 1 ). The difference between the reference and the instant claims 
is that human RNAP or RNAPII is used as the eukaryotic RNAP for comparison. 
However, human RNAP and human RNAPII are known as disclosed in Young et al. 
(US Patent 5,919,666) (see col. 20-22, claims of Young et al.). As acknowledged in the 
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reference and the instant specification, purified human RNA polymerase II was known 
in the art. It would have been obvious to have utilized any mammalian RNA 
polymerase, including human RNA polymerase II, in the method of Talpaert et al., since 
the importance of human RNA polymerase II in transcription in human cells was 
recognized in the art, as well as the importance of elucidation of antibiotic effects on 
human systems, such as transcription by RNA polymerase. One would have been 
motivated to use human RNA polymerase by the desire to identify the effect of any 
particular antibiotic on the human system of transcription, especially since antibiotics 
that affect human systems in the same way as bacterial systems, would not be 
acceptable for human treatment. Based upon the teachings of the cited references, the 
high skill of one of ordinary skill in the art, and absent evidence to the contrary, there 
would have been a reasonable expectation of success to result in the claimed invention. 

Applicant's arguments filed 1/6/11 have been considered but have not been 
found convincing. Applicants have argued that the Talpaert et al. provides no mention 
of the target sequence which is the homologous bacterial RNAP RNA-exit-channel 
amino acid sequence, and provides no information that connects, or could be used to 
connect, the compound studied in the reference, lipiarmycin, to the target sequence of 
the method. Applicants argue that the examiner's assertion that the homologous 
bacterial RNAP RNA-exit channel amino acid sequence of claim 1 is found In the 
Talpaert et al. reference is based on Examiner's knowledge. However, this information 
is based on the disclosure of the instant application, which discloses that the cite recited 
in the claims, i.e. the "homologous bacterial RNAP RNA-exit-channel amino acid 
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sequence" is inherently present in the bacterial RNA polymerase (page 4). The 
application further discloses that lipiarmycin acts by binding to this cite (page 5, 48). 
Therefore, when Talpaert discloses a method in which the agent which is lipiarmycin is 
added to a bacterial RNAP, and the presence of binding of this agent to the RNAP is 
tested, the method of the Instant application is being carried out, and therefore the 
claims are anticipated by the reference. The reference need not disclose the amino 
acids involved in the binding, or name this cite, in order to anticipate the claims. 
Therefore the rejection is maintained. 

Claim 9 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Sonenshein et al. (cited above) in view of Talpaert et al. or Sergio et al. (cited above). 

Sonenshein et al. disclose a method of identifying an agent that binds to a 
bacterial RNAP homologous RNA exit channel amino-acid sequence in an B. subtilis 
bacterial RNAP, comprising the steps of preparing a reaction solution including the 
agent (lipiarmycin) to be tested and a bacterial RNAP that contains a bacterial RNAP 
homologous RNA-exit-channel amino-acid sequence, and detecting the presence of 
binding of the agent to the homologous bacterial RNAP RNA-exit-channel amino acid- 
sequence (see Fig. 2, Fig. 4). The detection of inhibition of RNA polymerase function 
constitutes a method of detecting the binding the agent to the RNAP. The reference 
also teaches a further step of detecting the presence and concentration dependence of 
binding of the agent to a second bacterial RNAP that contains a derivative of a bacterial 
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RNAP homologous RNA-exit-channel amino acid sequence having at least one 
substitution, insertion or deletion (see Fig. 4). 

The difference between the reference and the instant claim is that E. coll, rather 
than B. subtilis, derivatives having at least one substitution, insertion or deletion in the 
RNAP homologous RNA-exit-channel amino acid sequence is used In the further 
method. However, Talpaert et al. and Sergio et al. each disclose methods of identifying 
an agent that binds to RNAP homologous RNA exit channel amino acid sequence in E. 
coli RNAP. It would have been obvious to have used E. coli RNAP in the method of 
Sonenshein et a!., since E. coli RNAP is known to have homology to B. subtilis RNAP, 
and since mutants of each in the RNAP homologous RNA-exit-channel amino acid 
sequence would be expected to behave similarly. One would have been motivated to 
do so by the interest in the identification of agents and their mode of action useful 
against E. coli, especially since it is a known pathogen. Based upon the teachings of 
the cited references, the high skill of one of ordinary skill in the art, and absent evidence 
to the contrary, there would have been a reasonable expectation of success to result in 
the claimed invention. 

Applicant's arguments filed 1/6/11 have been considered but have not been 
found convincing. Applicants have argued that the Sonenschien provides no mention of 
the target sequence which is the homologous bacterial RNAP RNA-exit-channel amino 
acid sequence, and provides not information that connects, or could be used to connect, 
the compound studied in the reference, lipiarmycin, to the target sequence of the 
method of the claims. Applicants argue that the examiner's assertion that the 
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homologous bacterial RNAP RNA-exit channel amino acid sequence of the clams is 
found in the Sonenschein et al. reference is based on Examiner's knowledge. However, 
this information is based on the disclosure of the instant application, which discloses 
that the cite recited in the claims, i.e. the "homologous bacterial RNAP RNA-exit- 
channel amino acid sequence" is inherently present in the bacterial RNA polymerase 
(page 4). The application further discloses that lipiarmycin acts by binding to this cite 
(page 5, 48). Therefore, when Sonenschein discloses a method in which the agent 
which is lipiarmycin is added to a bacterial RNAP, and the presence of binding of this 
agent to the RNAP is tested, the method of the instant application is being carried out, 
and therefore the claims are anticipated by the reference. The reference need not 
disclose the amino acids involved in the binding, or name this cite, in order to anticipate 
the claims. Therefore the rejection is maintained. 

Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 

MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 



Application/Control Number: 10/527,559 Page 12 

Art Unit: 1636 

the advisory action. In no event, liowever, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to NANCY VOGEL whose telephone number is (571)272- 
0780. The examiner can normally be reached on 7:00 - 3:30, Monday - Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Arden Marschel can be reached on (571 ) 272-071 8. The fax phone number 
for the organization where this application or proceeding is assigned is 571 -273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/NANCY VOGEL/ 

Primary Examiner, Art Unit 1636 

NV 

3/18/11 
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